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Abstracts / Osteoarthritis and Cartilage 21 (2013) S63–S312 S145concentrations associated with the approved dose of TCA IR are unde-
tectable. Relative to TCA IR, FX006 has the potential to provide pro-
longed suppression of the synovitis of OA, an effect that may prove
beneﬁcial to patients in the extension of symptomatic relief. Data
characterizing the effect on HPA axis will be available shortly. A Phase
2b dose ranging study of FX006 is underway.Figure 2. TCA concentrations through Day 4 for FX006 groups.Ă
Figure 1. TCA concentrations through Day 43 for all patient groups.Ă268
THE EFFECT OF SUBSTANTIAL WEIGHT LOSS ON INCIDENT KNEE OA
IN OVERWEIGHT AND OBESE WOMEN
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Purpose: The present study evaluates the effect of a clinically relevant
weight loss ( 5 kg or 5%) on the incidence of clinical and radiological
knee osteoarthritis (OA) in middle-aged, overweight and obese women.
Methods: Data of the PROOF study (ISRCTN 42823086) were used. In
total, 407 women between 50 and 60 years, with a BMI 27 kg/m2, and
without clinical and radiological knee OA at baseline were included in
this study. At baseline and after 30 months, body weight and height
were measured, a standardized semi-ﬂexed PA radiograph was taken
and a questionnaire on knee complaints was ﬁlled in. On the radio-
graphs, all knees were scored using the K&L grades and minimal joint
space width was digitally measured in the medial and lateral tibiofe-
moral compartment. Irrespective of the studied interventions (diet &
exercise and glucosamine sulphate), incidence of knee OA was
compared between women who reached the weight loss target of 5 kg
or 5% of body weight after 30 months and those who did not reach this
target. The predeﬁned primary outcome measure was the incidence of
knee OA, deﬁned as onset of K&L  2 or the onset of clinical knee OA
(according to the ACR criteria), or joint space narrowing (JSN)  1.0 mm
in the medial or lateral compartment. Using Generalized Estimated
Equations, which takes into account the association between knees
within subjects, incidence of knee OA according to the primary
outcome, and for all items separately, was compared between both
groups (adjusted for randomized groups of the initial trial, K&L grade
and BMI at baseline, and a history of knee injury).Results: A total of 353 women (87%) with the primary outcome and
follow-up body weight measures available, were included in the anal-
ysis. After 30 months, 61 subjects (17%) fulﬁlled the weight loss (WL)
target. Baseline characteristics are presented in Table 1. The weight
change in the WL group was -9.9  5.7 kg on average, ranging from -4.2
kg to -24.7 kg. In the non-WL group, subjects gained 1.8  4.0 kg on
average, ranging from -4.8 to +21.2 kg. At 30 months, fat percentage,
waist circumference, HbA1c level, and systolic and diastolic blood
pressure were signiﬁcantly lower in the WL group.
The WL group had a signiﬁcant lower incidence of knee OA compared
to the non-WL group according to the primary outcome measure
(15% vs. 20%; OR 0.5, 95% CI 0.3 - 0.9).The WL group also had
a signiﬁcantly reduced odds ratio for incidence of K&L  2 compared
to non-WL (3% vs. 6%; OR 0.3, 95% CI: 0.1 - 0.9). There was no
signiﬁcant effect of weight loss on incidence of clinical OA according
to the ACR criteria (5% vs. 7%; OR 0.4, 95% CI 0.1 - 1.3) or on either
medial (5% vs. 6%; OR 0.7, 95% CI 0.3 - 1.7) or lateral JSN (6% vs. 7%;
OR 0.7, 95% CI 0.3 - 1.7).
Conclusions: A reduction  5 kg or 5% of body weight over a 30 month
period reduces the risk for the onset of radiographic knee OA in middle-
aged, overweight and obese women. This reduction in body weight also
had positive effects on several clinically relevant outcomes. Due to the
slow progression rate of the disease, a longer follow-up period will be
necessary before the number of prevented cases of knee OA by
substantial weight loss becomes clinically relevant.269
PATIENT EDUCATION WITH OR WITHOUT MANUAL THERAPY
COMPARED TO A CONTROL GROUP IN PATIENTS WITH
OSTEOARTHRITIS OF THE HIP – A PROOF OF PRINCIPLE THREE-
ARM PARALLEL GROUP RANDOMIZED CLINICAL TRIAL
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Purpose: To investigate the feasibility of including a patient education
(PE) program and manual therapy (MT) in an RCT in a Danish health
care setting and speciﬁcally examine the effectiveness of a PE program
alone or in combination with MT when compared to a minimal control
intervention.
Methods: A total of 118 patients with unilateral hip OA were random-
ized into one of three groups: PE, PE plus MT, and a home-based
stretching program. PE involved 5 (2 individual and 3 group) educa-
tional sessions taught by a specially trained physiotherapist and MT
involved 12 sessions delivered by a chiropractor including a combina-
tion of trigger point release therapy, muscular stretching and joint
manipulation. Primary outcome was patient-rated pain intensity on an
11-box numerical rating scale and primary end-point was at 6 weeks
immediate following interventions. Secondary outcome measures
included the Hip disability and Osteoarthritis Outcome Score (HOOS),
patients’ perceived global effect of interventions (PGE) and numbers
having had hip replacement surgery at 12 month follow-up.
Results: Follow-up data was available for 111/118 patients. Baseline-
adjusted reduction in pain intensity was 1.9 points (95% CI 0.9 - 2.9)
greater for the combined PE+MTgroup when compared with the home-
based stretching group. Effect size (Cohen's d) for the PE+MT minus the
MCIwas 0.92 (95% CI 0.41 - 1.42). Number needed to treat for PE+MTwas
3 (95%CI 2 - 7). Nodifferencewas foundbetween the PE andhome-based
stretching group (95% CI -1.0 - 1.0). TheHOOS scale demonstrated similar
results as the primary outcome. At 6 weeks, 76.5% of patients in the
PE+MT group had classiﬁed themselves as improved compared to 22.2%
in the PE group and 12.5% in the MCI group, p<0.001. At 12 months, 12
patients in the PE group had received hip replacement surgery, 4 in the
PE + MT group and 7 in the home-based stretching group.
Conclusions: The chosen trial set-up and selected outcome measures
were feasible in a Danish health care setting and a combined patient
education and manual therapy intervention demonstrated clinically
and statistically signiﬁcant differences in comparison to a minimal
control intervention for patients with hip OA. The patient education
program alone was no better than the minimal control intervention.
